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(IBfiliBIiJg 801 #(a)(0) 

go □ gam t na-r s ^ 

col | 3 v *ttetm& t m-<o 
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mftnnm i*n*/rtrru*K cd-rom, cd-r. *<om 
fcftft , 
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11. | |*r<Pfe (gggfrjWMfcggE) : 




1. H8»tt«i l^"C»a*iLfcWI©*BS<oaaoH 



3. ux&misthit&mt:ffi?zrz*mjLrt:®m-v$><ox 



4. ttffttAAtUinft (2) fc£^<&5?fcffi^O#|HJrt<OS:g<0B 



5. fflSSAfcJ: D^Snfc 



I S 



J F> 



2. HS 



iSPCT/RO/10 1 (*»^«ff) (2 0 04^1^JS) 



5* hi/*, JR^W^M^^J&^SK-^-t-Swir^fetbTV^o .fc ?K 

mm<DjF.<Dm^vmtim*^Lm&m mwjMD, s a u s s u r e ami^mtzm. 
mfrt> (Dmmm^^tmm) mwtxm 2 ) % # y = ^(omm^tm^m mmcm. 3 > , 

(#^8^9), mvrxmi o) ^t^^^^^s^fc 

mmwx^^y— jv&$nhthx^z>m (mwrxwizmfz), gumm^t^ ^ 



i 



?%7M \^t>ttfci\M&. 1 6 2-1 7 71, 20 0 1^3^3 10 fgl 

t2&&fc%$fc2 J Varani, J., et a 1 . , All — trans retin 
oic acid stimulates growth and extracellu 
lar matrix production in growth— inhibited 
cultured human skin fibroblasts. J. Invest. 
Dermatol., Vol. 94, No. 5, p 7 1 7 — 7 23, 1 9 90. 

F^H^ffc&Sfe 3jTajima, S., et a 1 . , Elastin expressio 
n is up — regulated by retinoic acid but not by 
retinol in chick embryonic skin fibroblasts, 
J. Dermatol. Sci., Vol. 15, pl66 — 172, 1997. 

r##Wl£ifc4 J Zouboulis, C. C. , Retinoids: Is there 
a New Approach?, IFSCC Magaz ine, Vol. 3, No. 3, 
2 0 0 0 

r^#fF^m5j 3mmz&&s mmm^m, mmm* ^61^3^30 m? 

r^#ffc$Cifc 6 J Wa g n e r , H. , et al.,Arznein. Forsch, 18, 
6 9 6,1 9 6 8. 

f0&WF$M7 J Wa gner.H., et al., Arznein. Forsch, 2 4, 
4 6 6, 1 9 7 4. 

r#£#§fc£iifc8 J Tittel, G., et al., J. Chromatogr., 135, 
4 9 9, 1 9 7 7. 

r##fF^C^9 J Tittel, G. , et al., J. Chromatogr., 153, 
2 2 7, 1 9 7 8. 

r#£#ffc£$i£ lOjQuercia, V., et al., Chromatography i 
n Biochemistry, Medicine and Enviromental Re 
search,FrigerioA. (Ed)., Elsevier Scientific P 
ublishing Company, Am sterdam, 1983, pi. 

r#£#fF:£iik llj Lowry.O. et. al., J. Biol. Chem. , 193, 2 
6 5, 1 9 5 1 

l^#fF5:i^ 12JM. J. Barttek, et al., J. Invest. Derm 
atol., 5 8, 11 4, 1972 

m io. mBmwsm. s. iSiiRW, 6071 

r#fP»l J ¥fM2 001-27878 3#<£# 

r#fF«2j mm 2 0 0 1 - 3 1 6 2 4 0#4^g 
t¥nft3C$k 3 J 2001-34833 8#&#ft 

r#fF^4 J #0fl 2002-2992 
T#fF»5 J 2002-2998 0-^k#g 
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r#fF«7 j #|H 2001-31627 
r#fF3d&8j «3 1 2 1 9 5 7f 
r#fF^cm9 J #12 0 0 1-7 2 5 7 1#&# 
T^fF^l Oj #12002-29374 7#^ 
r#ffMfcl 1 J #H 2002-20595 0^$S 
r#ffFZ«l 2 j #Pfl*£5 - 2 8 6 8 6 
T^fF^l 3J <mm2 9488 18^- 
r#M3CiSU 4J #12 000-1 6 9 3 2 8^# 
r#fF»l 5j #12000-16933 2 -^£38 
r#f!3difcl 6j #02 0 0 2-2 5 5 44 8# 
r#^tl 7 J #^2p5 - 9 4 0 Q^JM 
T#m : »l 8 J #^Bg6 3-4 1 3 9 



mttz>m$m*mm-z> r t %mmt-tz> 0 xmrni-z. fornix* ^jive* 

3 . $mmw5itmx*%>z> wm 1 * 2 \z.wm<zmmi. 

4. ^jt^T'fcsfl^^tEl~3(Dv^i 2 tL^l^^l^%. 

5 . ^p B pT*fe 5 fufE 1 ~ 3 © V ^^^-!2ic©Mj^^ 

6. ^y^yy^^titTo. 7%~2. 0 %-c^rt _ 5ft#«4 {cf^co^^ 

i3 v-y y >-fJl«t5 1 h^ju^m^MZLjSi-f^ I ?Z/<Dm$L®3Mm%: 
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m 

m 3 i m^7-?ism&mmm(Dmjm%k*%&&<o i 7^v^ 

ft 5 A £ JttfcM B 

^Dvyy (Si lymar in; CAS No. 6 56 6 6-0 7-1) ft >*9fir?]) 
77f ^ (^^U^A' vyjtAS i 1 i bum marianum Gaertn. 
JSVExttT-V 5. ttt VTf* ^ ^WTlF5;CAS No. 84 6 04-2 0-6) 

i 1 y b i n ; CAS No. 22888-70-6). v"!) V (Si lydiani 

n;CAS No. 29782-68-1), ? V (Silychristin; 
CAS No. 3 3 8 8 9-6 9-9) N -Yyv/y (I s o s i 1 y b i n ; CAS N 
o. 72581-71-6) *^Sr^UTV^5«fi»|*rc*>s @ft$ffcfcift5)„ *3ffl\z38 

■&$&mmh mm. ->v-^v>t y y >tit&SE©ii !?77#vd ^-r^<om 

&mxh iyV-^V^t LtoffiWifflt^t^^^flfi^ ^Tfe^fH- «t 5«0£fc 

^VNfc^fe (^#fF35cm6) N iI^Pvh^77^- KlJ;5^fc (##fF»7) N USS 
n h ^ 7 -f — f£ J; S^Sfe (##fF» 8-10) ("J; 19 SOVIET' Z>„ Ztih 

(Dm^(D^xh,^ytmY^^mm^m^^±^<D—-oxh^> 2, 4 - hotK 

7S^"£#fHU bV^H* (Silybum mari anumCH^ifS^/^ 
7) ^##$tl/T^3«J, j£<£§^<b*VTV^ 0 *38MJc*5V^t>, ±3E$^*££*i/#fctf> 

tfi^fco-ctt 2, h^^ftmk&m^xisv y >^mMvtc.m*% 

vv-vmrnmemm vm$Mi 2). 7^#v y y ^iK^^m^i^^ 
3). sflaefi/^yrgftfyw 4), mm^mmmi mwxmi 5). ^s^w 
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m&£x£^?fem<Dnfc^&&&+ft&ztcfrcoz/ y y ^^mm&m^tdfe^ o . 

y y i/tt&Mtvm b bTfflV 0 . 7 %£Lh-e;fc5 r £ ^-60 

^y-x-y ^^yrTif 5<Dm^^i««-T:^gti--5^t tt, 7 o~8 o%<t>3« 

xmm-zm&9o~9 6%<Dm£xmm'z>jM (^r^sus) ^w^^-cv^ 

#3&Kfc4£flH-5 y y <d «t 5 m utp0 $ *vc. mis £ *vc v ^> y y 

bTfb^tb-cfflv^rt fleets, 
^HKf^tSvy-^y^Sr^tpffi^^ Ms 3s 7E> * 

? / —Ml b*<DT;v^—/vm, ^ ^isyjf y a— /K 1 , 3 - zf^Ul/Jf V =i*-jW£ if 

Wot, ttw, msftfc ^©«Has^f o-c»e>^fci>©*ffi»rs - £ s G 
^-xhtebim^xmrnmrn!:^ mmm&&ftb*b-rz>^b&x%z> 0 &*m*<d 

* if (D^^^JP br^ bT t> <t V\ 
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-^y^ i/v^v^frgtMVotiiiLittmtowtoommk. mtimmft tizzy, msm 

fflv ^ o . ooi~20 mm%$r5^f£i£Z> z t bv \ ii^fi, jtWfcKte 

mmm^^^(Dm^&t t-c^timo. o i~6 oa*%ia^5^^^w*bv\ 
«ffltft, 3Sffliis& jM^^3.-/k ss^fl8*^-«tt). assa&r-sri:^ 

t5o ^y-^y^Srl BUSDO. 0 1g~10g©eit'Si|i|iLt, 104*: 

a>#3\ &mmmt utib^do. i g ~ 2 5 g wfSHrssis^ b-c, 1 m^fawm 

£$fbfcp(8g£ bTfik MxLfcf, ffl^7 7^y, X^yfi^ k^t?*?^ -^-r^n^y 

IMIMt bt, M*.t£s 7 5y*^>Sk '<A'^>&L xr7yyi, 

a-WJ/flt y/-;i#, U/v^ K^t^fxy^ (DHA), x^nf^y^xy 
St (EPA) ^S^ffettSo 

/i/n— ir h 777 y ;^T^=i—^(DWMT;v^—;v, =ej 7."rT V As? y -fe y 

v'Da- ^£bT. ^^y S^adp-^^O^^/Hjfy S>n3HJ->\ ^JV7^ 

^ h y r> A^©ii5ii7/i'^«x7T/va poEy^y « h y 3i * y ' — a/t % >m 
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$tm>4Jr^mm&tisX^ Mx.fi ^u^r^>mwm~^-hv^^ hwt, ^ 
y* hm- h v v^mm^T* vmm.*mtfz>z.hftx%z> 0 

tV^t/Un-^, t Kndr->oi^Hr/pn— ^ N J) j^if^y =f-)V^)Vxi— 7.7- h V !7^ (C 
MC), TJ^l/WtYW^ tUV^-yyf^Vif^)^— (CARBOPOLf) ^(D\f— 

X^hy^ CMC. t -KB^-S^3i^vl>fe/H3— ^ t Kn^p-S^/ntr/V^feyV 

jBtefc^a-t lth ix.d yj^-y^ ^y#, -tfa-^r k ^u^u 

^i»WJ£UTfl Mx.fl ^77^^im -^y^^^^/K ^7^ h3r 

&WKBK0i$J£ LT. Mill Bfefb^*>\ ^5 V. h:M K ^^-y >\ 

llflSEiflWf 5 - £ &XZ 5„ 

^ya-;K 1, 3-7*f^D3-/K 1, 2— 7k. ^yi?y>\ 

yi?y^ /Ky^y-fey^, ^y h— /k -^vi^-h*- /k -v/H— y^tr /k y* 

vv^t^^-i^^TVK L-T^='/kt o >'^-2-^ , Vk=t^K^C0t o ^5:^C^ h 
7 i ^^7J/^^A^^-?^b7 i >^g. tf^5:VD 2 . al/^^sB- yl^^t^^^ 

^;isfmmm<vm$m. u— ^vn?y— , y^y^^^<^jfjs^3i t^im 
•Fs—sum&MfiBamk yv^v^mmmfc, ^y^w^sa^Mtk rxv^ 



7 



* y i^ap-;^ s*tv=-*Xs y-r/^^x^ y4is&&^**. yxs—yyn^-v^ 

3.drX N -fe^y^^ ^!)n-fi^ 

^=^x N ^y/!?x^, s^*ir^3^ t#yy)x^, ^^^^ N h?#7 
v/x^, l^E-^^r^ <^V^T^^. i^y^*, 7o^^^ P-XVy-x 

t^x^;*, sys?yx^, vnxxx^^, ^!7^^©#flft| 

strait 

^y-A^ ftfc fig*. xT^lH, 4§&u aim i^pj, stoj, 

^au wmni wmni ^y^mi ^ry-^m^wmm^x^o 



*fb^fflWai^i^- : K©^ K (DM SO ; Set*®© , 1 1= ^—tflsm 
±i&m^msmE-£ftX^^Wf\%ttmt VXU^y^>m (all-tran 

^m-.mmm. Rxfm^Mmtvxi<M.u^^ mmm) sn^ut, &ik&m*r> 

^/cI^Ht^LT, vy-^y ^ (S i 1 yma r i n group; V^V-T^Ky 5^) & 

[Ift h^Jl«^«^*] 

f>Sjmit^« (OTNFB) ; CCD 1 0 5 9 (A-0«@IJ; &&Jf>8i 
li^«^±fi ; FGM (H^«) -C3 7t-5%C0 2 -fy^-^ fcTig^Ufc. 
F GMIt «Hi^^JM«|lt%{-t h^^fflM^tH^ (1/tg/mlW y ^ ( 5 

mg/ml), y^W^^ (5 0/jg/mlK 7^f!JWB (5 0/»g/ml) 

[» y -=? y £ 5 I £1= 7-^V^«f^^f¥ffi] 
NFB^rF GMT? 5 X 1 0 4 /m 1 b 5 t»HL, 0 9 Omm^tf^ 
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T«![l UfcF GM& 10ml /^V ^y^X^MU 2 4 B#PeSM* bfco ^#_b?f ^HJlDl 
U 15 0G, 54MWS^UT»iffittfflaSrKefeb*:«, 12, OOOG, 3 0^F»bt 

«>t^^* bfc 0 8 o %ma\z.te z> x b \z.m&r $ a &&m lt 4 °c-?— # u 

fc 0 1 5, 0 0 0G, 3 O^P^L>b-C^^°^«Srem^ ±m%m?&. 2 0 mM T 
r i s-HC 1 (pH7. 5) M?§$?Wt 0 2 OmM Tr i s-HC 1 (pH7. 5) *pX\ 
4°CT— ffimrfe, 2 0^iil^J;5t2 0niM Tr i s-HCl (pH7. 5) &%Q 

1 %<Dt$ V tti/^U^ (20) ^/y^u—h Srat? PBS bfc^) 

iHL, 4^T?— g^ns^^Ut, gfciW {0. l%^y^^^W^ (2 0) 
y/U^^y^^u— h^tfPBS} -e^^, — #d7L#: {«t5 0 0ng/ml 

^^^^0 »f t'2 5 0 n g/m 1 tSfiLfc*-77fV ^ 

v'^y^^-dr^-if^fi{bm , 7f- :3 r-r / ^ y ^G) U Si&Tf 1 H3TO0&£lir 

1^-T 0 ^©iSny-^y (IHltpT\ I§^-^V«fEUc^VK) 
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^m^tti^ethi. 8feRx$3. 4imz.mM&tbtc 0 mmmtvx, .wv^>g&r2 

5 0 nMRt*5 0 0 n Mt« LfcB^f cite, «^2M-ifc^T I ^=»7— ^j^flS-tft 

/mi«tfcfii^ Mtmttffi. h mm^-cfootc z<Dztfrb, ^yvyyiith 

NFB^rF GMt 5 X 1 0 4 /m 1 <fc b iCffiSMSEU * 9 Ommftf-f yVa 

XW$Q LfcFGMlrlOm.l v i/*. XWM U 24 B#f8J*g*l bfco ^ J:?f M^HJJR 

U 15 0G, 5&^>bL,XfflBffl&&&&lsfi&. 1 2, 0 0 0G N 3 0#BBt'frUC 
M^m^Vf^ 8 0 %t&*M£&5 «£ 5 K38fSfeT >^r- * A &m\i UT 4°C-C— Bfe^b 
/Co 15, OOOG, 3 O^WKBS^U-C^^^StS^tft*^ _L?f£|&*^ 2 OmM T 
r i s-HC 1 (pH7. 5) tc^pbfCo 2 OmM Tr i s-HC 1 (pH7. 5) *PX\ 
4X:X—mmm. 2 OfflFSMgfcftS «fc 5 2 0 mM Tr i s-HCl (pH7. 5) 

i%tf>/tfy ^fo^-i^ (2 0) yfi>\*9is*ej ^i/— hgraipPB s-eS8S?bfcSB0O 

til, 4tt-S^ny^Lt gte?« {0. l%<Di$}) tt*/^UZ/ (2 0) 
y/Plf ^ >^ey 9 ^V*- b Sr^trP B S } XV&m^ —ft&iW- W&$0LX 5 0 0 n g/m 1 
tiSLfcx7^fyi^5^/ :?n— 7vV#fc# (>Jr £• =r ^fc) } (cgL, ^fiT? 1 
J&^iirfc — Mt*2 5 0 n g/m 1 (^Lfc*^7fV 

-t^^-flif^-)^^ a / ^nyy >g) l:gu *5fc 
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m2 



mmmztm — 1 . o 

t^^y-r^m 250 Taivr 2. s 

i^^y^r^m. 500 nivi 1. 4 

fV^ry^ 1 m S 1 O. 9 

v/yvyy 5 Mg/mi 1. 1 

v-UvJJy 1 O m g 1 4.7 

^a^v-^y 1 O m g /"m 1 1.1 



jte&*BSUfci5fcr4. *£*od®*tflg t ^stfcot ^y^y^ast ksu* 

JlV^ix-CV^o t h^jtH^^/H*. TESTSKIN (LSE-h i g h) (^#1^ 

D^7o %$✓ y •=? y >^^r y rrf (-r ^-|±) . ^sw^ (f uymm ^ 

WV-f (all-trans - WV-f ^It ; f P;fc*fE3£) U/Co 7 0% 

> y y y rrif ^ r*. £ v y y ^i^tfcir tt^n t° 

l^^y 7H-^?bfco 7 o%->y -ey ^-^r^y rrif ^^^u^si/v/^ 

K2 4 mmmm b^co mm*®®. u mm^mmmm { 5 0 mM Tris-Hci ( p h 

7. 5), 0. 5% (Octylphenoxy) polyethoxyethanol (S 
i gma-Al d r i c h)} ^Px., f7n >-*:^-v^-^if— ^J^£v^f XL-fc„ 1 0, 
0 0 0XG. 3 0»^UW«Lm ^7K^-e\ 4 0 c-e-8«tff^ 

^(-i'PTK^^V^ 2 0f«^^6J:5^2 OmM Tr i s-HCl (pH7. 5) 
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DC^nf>T^7s't^-*yh (/Vt-7yF'7*7hy-X) SrfflWC Lowr 
y^(##fF3Ci&l 1) \z£9fi>''<?&MkU 2^gA lM&5J;5i-2 OmM Tr i 
s-HCl (pH7. 5) Sr*Dx.Tffflgbfeo ^^/HC5%2-^^^°h^^/— 
^^•77K-7^7hy — X) -^r© 2{£M$iL a e mm 1 i fy7*/^y77r- 
^i-'7J/K'7^7MJ —X) &3*&n*., t-h7^ny7i'X10 0 °C. 5 ^ML, 

r z^ffr^m V 7x7x^ y7'n s/T'f J: ►) -^Vm^iEit^ Sr 

I^ffiLfCo 1 10ng»^y/^g«:77 , ^U SDS-PAGEt« ~ 

/^§:5%oM(^5J:5tO. l%(D^y ^s/^w^ (2 0) VjvyfZ^jy^ 
\s— b Sr&tp PBS -e^? LfcMO fcS U . 4 °C-e— S^7*n y ^ i/jr bfc 0 { 0 . 
\%(D^)ir^^U> (2 0) 7/^^/7^^- h£r^tf PBS} -r?mf*&, — 

{fmifc?5 OOng/ml tHLfclS3 7-^W5^P7 
(n^ 7 y K) } ICIU ^a-e 1 P B 1^£-arfc 0 (gt^l? 2 5 0 n 

g/m 1 {-PMbfc^-^^T^V ^7a/^i/^«fl^!)t^^y ^n^y 
G) tgl, ^©T'l^H^^^Co ECL7"77^^7/n^7^ 
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^ y V 0 . 5 %-e«BS LfcBf^te. jWl i IWtf *>o 0 . 7 2 . 

7^ 1. 0%X*\Z3. 3{£. 1. 5%-C«2. 4^ 2. 0%t?W:2. 2{g^«l£*Lfc 0 
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